Construction of the vector encoding for ''mCherry"
The sequence of the red fluorescent protein mCherry [3] was amplified by PCR from an expression cassette and cloned downstream to a CMV promoter, generating the expression cassette "pAdEasy-CMV-mCherry".
Construction of the vector encoding for ''MazEF"
The tetracycline repressor coding sequence was located downstream to an IRES sequence and cloned downstream to the SV40-mCherry-MazF sequence. An additional arm was introduced to this cassette, controlled by a different minimal promoter (mP) without the RASresponsive elements. Starting from its N terminus, this arm includes: a CMV mP, a tetracycline operator sequence, the full MazE coding sequence, IRES and EGFP coding sequence (Figure 2A ), generating the expression cassette "pAdEasy-Py4-mCherry-MazF-IRES-TetR-CMVmpMazE-IRES-EGFP"
Plasmids were isolated by a standard miniprep procedure and sequenced to confirm their predicted composition. For the production of virus particles, the plasmids "pAdEasy-Py4-mCherry-MazF", "pAdEasyPy4-mCherry-MazF-IRES-TetR-CMVmp-MazE-IRES-EGFP","pAdEasy-SV40-mCherry-MazF-IRES-TetRCMVmp-MazE-IRES-EGFP " and "pAdEasy-mCherry" were isolated from selected "positive" clones and digested with PacI. Next, DNA was purified using a Zymoclean TM Gel DNA Recovery Kit according to the manufacturer's instructions. Five μg of the purified, digested plasmids were used to transfect 70% confluence HEK293 cells (supplemented with tetracycline at a final concentration of 1 μg/ml when the TA construct had been transfected) and HEK293-MazE cells (for the mCherry-MazF construct, supplement S2) in 60-mm culture plates using the calciumphosphate method. After 24 hours, the transfection medium was replaced with 5 ml of fresh medium (that was supplemented with 1 μg/ml of tetracycline in the TA system). From 7 to 10 days post-transfection, when a cytopathic effect (CPE) had been clearly observed, the cells were collected by scraping them off the plate and pelleting them along with any floating cells in the culture. The pellet was washed once with phosphate-buffered saline (PBS), suspended in 0.5 ml PBS and subjected to 4 cycles of freeze/thaw. Cell debris was precipitated by brief centrifugation, and 300 μl of the supernatant that contained virus particles were used to infect 70% confluent HEK293 and its derivative cells in 10 cm plates (first amplification "cycle"). When one-third to one-half of the cells had been detached (usually after 3-5 days), virus particles were released by freeze/thaw cycles as described above. The supernatant containing viruses was kept at -80ºC.
High scale production of the adenoviruses was performed by SIRION biotech, Germany.
Supplementary Text 2 Establishment of new packaging cell line for the production of the toxin
The lethal transgene MazF coding sequence was fused to the mCherry gene and cloned into the Ad5 adenoviral vector plasmid DNA. The propagation of the 
